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ov^T<^i^ttlf> jflMn ^;^Tn-;i/'|t2 0 Omg/dL il^LT. 4 Omg/dL 
n-;Vli:65 3 0 Omg/dL liZtj: '^t^ iriB(7)fe|^Jt)6^3 ^§m±i: ^fe^o tTt. ±M 

fih<DZti}^h. Jfavtit=3 ^;^-fn-;v^{i, H*t::*v^T}± 2 0 Omg/dL *?i 
iMlEmtL, 2 0 0 - 2 1 9mg/dL 'eL-C2 2 Omg/dL Jil.±^]^3 

fit/^^-f 7'i: LT{±. «tt]ti3^;^rn-;ujfiiig (FH) ;6«^tf I5 ti^So ^^i)^ 
-SOTMfi^ -SibMU (LDL-R) li^Pf :6-** I9 , JlSLm'^<D^ 

^ o 

1 
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til. mmLfz^m<D::2i^:^Tn-)^ii. mni±. nitm')t°m^ (hdd k 

ic^fg L T -5, ^-^Hj^i!)^, IBIS n V 7. f n - ;i/:*«IE't iclJt i) ^ t tt^ 
ffl#Hi3V^T{i> C E T P (Cholesteryl Ester Transfer Protein <^«0 t 

^i^'M^l:$tL■r^ flI'?tm--o^^(75 7'^*tit±M'; *'Sa^^LTffEtciii^i$ 

ti =^ flf M t -eai« ^ ?r if o »6 i: # X. "b tL T ^ o 

HDLc7)^S1i^T*°Ser'*-&Ap o a I t^#-t-'2)-i:^> 
Apo A I *M^II$->^:f>:h7>;^v>'3^^7iJ'-7'tr;^-efi. HDL:0^ii*PL> 

-B^ix-tf, '5^v^HDLcoM^3^1i-e*'2>^ p r e /?HD 

L *^gM75^ (7) 3 w:^ T n - ;i/(7)5| I & § ^ ^1" ^ ♦^i^'^ $ tit S 
(Fielding J.Lipid Res 36:211-228,1995) o 

1 9 6 5^ic. JfiL-?t=^ 3 7TCt;^ ^^rt^-v 3 y Lfzm.^X\ Y V ^U-fey 
(TG) ^=/l-7.ro-;Vi;^T;l/ (CE) 5&^ V ^'SeF^-C^ji^ tL;5, C 
i::ii«m^^tL (Nichol et al. .J.Lipid Res, 5:206-210. 1965) v -f-oa. 
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mzm^t^m&t LX, CETPTS^e VSSSL^X tJ^^^^^tt^cCChajek et a 
I.. Proc. Natl. Acad. Sci. U.S. A.. 75: 3445-3449, 1978) o H Mt^<^ d > 

1. 21g/mL^M^h> 7ai-;u-fe7r n-jJ^*'7A^nvhi^77'f-. CM 

1.^7 u-r h Vyy ^ ~. ^ K^:^v';^7^^•^ ^ b ^ n-r ^ 7 ^ -^ct) 
Isg^gT. ^^lcffi|g$ttTv>;&o '5::^3> El^^o;&-(7) C E T P <7?flii>^« 

CETPfi. 4 7 6'|@<7)T5 ^^^ii6 4 0 

00~74000t. i ct 19 . o ^^M^^'^^ 

t h CETFAB^ii. ^2 5 Kb-??, 1 GfflcOJ^^ ^ y t I 5 m<D^ y h u y 
i)-ht£V), ^16 (16ql2-16q2l) i;#4t ^ - t 

•^'btLTV^'S (Agellon et al. , Biochemistry, 29: 1372-1376, 1990) o ttz. b h 
CETP(^cDNA{i> '^^f E T P c DN A i: iltJ 8 Q%(Dm'&i^^t^ 

i-yau:^v-ti~)vr>')Vhy>':^y^y--{i (LCAT) cof^ffltcj:)?, HD 
L±T-x;^T;^'fb^^3 ^>^rn-;vx;^T;w (CE) t^^So ClcTJCES-^ C 
ETP^^ MibSUjJ^Se (VLDL) ^•t'FflitSU ^'SS (IDL) $>*v^ 
(ifSibEU (LDL) ^JfOApo B-^^U sKiieic^^t^o -etti: 

K';/N°--fe* (HTGL) <:0fillr-TG;6-*^^»$tL, ^ti^fi^l^rSir iSIIJK 
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--if (LPL) . HTGL^i^#< O^*^. CETP. V ^-^^^S^^SS (P 
LTP)^Apo AI^Apo B. Apo CIII if < "^^e^^ 

i-£ i}-X^ ^ t^t>*>CETP t&tt^ C E T P S e i}^^^ t fcJ.^t?^ h ii- 

^;$^^T^/^^o iLlTibti^ < (7)C E T P^^^Xfl3^<^M^^Ii?^t. 
iR^#-Cv^^ (Atherosclerosis. 70:7-12. 1988. |S^CD^<;S^, 172:291-296. 1995 

C E T P^"^^^;!i«oB#^7)jfiL?tllig-/D 7 7 ^ ^V'T^ti. «g:n v;^-f n 
i^^-e> HDL3p;^rn-;V (HDL-C) t±> lEt<^ Z - ^^tmt>XW 
^WsLfZo 7^lieT*{±Apo AI. cm . EifmL^MML. Apo B 
liMMlRlSr^tT'wo HDL-C<7)JiiJD{i> HDLa M<^<^t-<^^tL/^o iti 
ibcO';*°g&^, %%^Wi^X^\zWMKM-^-f ^ t . LDL(±^ polydisperse 

tiTto CElcW<i^*^-^^i^LDL<7)«tC(i, CETP^^ 

M C E T P fStt^ C E T P li-^ A<7)|5j^^M<^ C E T P Xili!E 

i3 J:t>'HDL<^*iii=-9-'l'X{i> C E T P t^:^*>'^^^^#i:iEt 

-So CETP^^^^fj^co^^^f-^^^ ^rn^-^^iS J;i;^iE't3> bT3-''l"^-^tf 
*Bgtii3V^-C(±. CETPfSttJiHDLz 3 l/7.rn-;l/<tt^<^>ffi P^^-fo 

C E T P^»^*^«^#^^M'b^^^m'^U 'i^Sfi tmc^fflSf^ffl ^l^ft-f 
-S^, CETP^Ji^coCEtigtv^Ap 0 B^^ 'J jE#<^ A p o 

B 'J '-KM e L r ^ll^lfflia<7) L D L - R t::^t ^ m\'^ii^^ t i 
;6«BJ'b/{»^l;$tLTv>-& (Sakai N.Eur J Clin Invest. 25:332-339. 1995) o tfz. 
HDLtCov^TIi, •CETP^a^cOCEHltf:^^'feHDm. •7i^n77^ 

4 
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v^zfiti>tjLmmtim-^£hxf\,z.mm.m\:imtmL< ^tlx^^^ (ishigami 

M, J Biochem. 116:257-262, 1994) o ifz. CET ? {Km^K^hfi^±^l^ED 
Hi. mmCETF^^mn-r^^tizXnm^L. EDL, J: 19 ^>-W>$'5:. VH 
DLM<^/h$^3e^=-tC^^$a-2.(Yamashita S.Ann N Y Acad Sci U.S. A.. 74 
8:606-608. 1995) 0 iOVHD LliM^^^^l'Mffi^C J: >)|iMLx ^Ottt^ 

CETP«»t7^Co 

T(±^^^;i/^o L;i-L. C E T P(7)|^tg=^^n^±T-^ffl=5:M'f)#'< ||f,ttTv^ 

Agellon hit. t h CETPitfK^=^V'>xic||<^ii<^ (CETP-Tg) > 
^fi^^Mm^Lfzm^(DEDL-C<7)mt^mmLfzO BIoI Chem. 266: 10796 
-10801. 1991) o CETP-Tgg^T'(±. HDL-C;6n5~2 

7 %M^^ L , mm±imm a i comi^^^h^ tf^^tzo 

Hayek ib{±> HhApo AI^^^I"^ h 9 >X v'x^ y ^ v-j;;^ (A-I 

-Tg) \^hCET?i^mt^yyy^i^^^'y^^'^^ (cetp-t 

g) i^Utxntz. A-I/CETP-Tg^fflV^T^ CETP<7)HDL-C 
ED L^^'^-f XKR\?:tBW^m^fzi] Clin Invest. 90:505-510. 1992) ' o 
CETP-Tgi^-Cfi. n o n - T g iCjt^Tl^^^ H D L - C <^fiT^^E*i) 
tL^ HDL)a^-@<^?^i>«E^tL/io A-I/CETP-T g^-C}4. $ 
^(omi^-A^ML-A^^-fZo ^hliZ, CETP-Tg^#l^i5V>TCEOAp 0 B 
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yi^S&^(Om^Mi}^mt^fziib. EDL(Di^-yt~-f<~(t\irn over) ^% 

Jiang hii. C ET P-T g0^av^-'^^rlilfft'5:^^f>^ LDL-Rt<Dm 
#=Sr1titt-CVv^ (J Biol Chem, 268:27406-27412. 1993) o ■?•<^^*^ JfllvtCET 
?(DmB.ii^±.^t^ilt\ Jfil?t't'C7)VLDL-C. LDL-C^^tflCAp o 
BikMH^mwLfZo CETP-T gT-(±> M<^LDL-ROmRNAl::^*> n 
0 n-T g\Zit^XM±Tl^l/2 liZj^TL. Jfll^'CETPitJttCK^mRNA 
Sti:ftO^SM^^t7to S/c. CETP-Tg-e(±. |f|iionl/;^Tn-;v, .C 
E-g-l:^>iiJDL. itt^HMG-C o A 'j ^5^^? ^ -4fi3 i If 3 x ;v 7 a - 
Ko^v7--lf(7)mRNAl:M^^Lrv^7to ro:ii:{±. C E T P co»J 
H^atlctoT. VLDL. LDL-^c7)CE^^/&«/LjiL. JSFIi'\(7)^i9 i.;^^ ijjii 
Jnb^ ftl?-Krt^JFL D L -RC7), > 3 > (down regulation) ^ 

Jil±> ^<(OM^f>zXn. CETP76«3U';^rn-;l/it^3i^Jc^ttr^#l*I 
T"(£3i6<] ic^tl-r i i: lb tJ- i: 55: o T l> o 

LljT^lii^HDLlflLS. ®CETP^;{»J]^liSH*^t^fABB!|r:^ffl7lTT'^^ 
W^=Sr^f'5:o/^(Hirano k et al. . Arterioscler Thromb Vase Biol. 17(6) :1053- 
1059. 1997) o 

i<^M{ii5V^-C{i, i^HDLllil^ECO|iJt«c7)JbjtlCJtL|l*Til5< . ^(7) 
a*fc tr. CETPitf5T--f > ho^ 1 4(^;^7'^-f v^i^MttCi^C ET 
Pi^tl^McO^itf^ 5 -8i^(Dm!^xmi^h^^i:mh^-iZLfzo «^T-t± 

i^HDLJfll^'^'bOniCETPi)^S^EO«J^76^*8 0 jt*?i<7)^t::Jt|!JL-Ctf 

Jti:HDL c7)M#=^«^'5> H D L - C{i;5^'6 Omg/dL jS: 19 ^ ^tl 

J; 1? HDL-C/0*i^< i:tfL^«j£)6^1iinL-Cv>/:o i^oTiOSfeit<^C E 

$ibt'v ^)^gI:3n>'eT;*C^cOTall.A.R. h\t. B ^*A(7) C E T P XM^^O 
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T. mWiB.m.WBMKm>^hflfz^ti^^X^^^- (Zhong.S.et al.. J.Clin. 
Invest. 15:97(12) : 2917-2923, 1996) o 

(G 1 y (GGA) ) ^^'^Jh^ F> (TGA) ll^:^G 1 8 1 X (Arai TJ Lipi 
d Res. 37:2145-2154. 1996). V > 1 0 3 - K $ ti^ 3 0 9^7 <^m.^}^. 

{G I n (CAA) ) ^J^^jh^i V^y (TAA) tC^r^Q 3 0 9 X (Gotoda 
T. Biochem Biophys Res Commun. 194 : 519-524. 1993) ^ t''^^^ -So ^ 7 v 3^ 
i)(7)^ Ltli, v-hny 1 4;^7''7-f X 
(G) i)^7r=-y (A) ti*mt/^^)<^ (Intl4+1G^A) (Br 
own M, Nature. 342:448-451. 1989 > Yamashita S. Biochem Biophys Res Commun. 1 
70:1346-1351,1991)^. ^ > b n > l 4 X 7'9 ^ >^ K:?--gPfi:<^ 2 #i <^^*f- 
5 y (T) co|^tCT>5^}f A^ti'/i'bO (Intl4 + 3Tins) (Inazu A. J 
Clin Invest. 94 (5): 1872-1882, 1994) . ^h\^s ^ > b a y 1 0 "/y ^ Kt 
-miL(D2 4^(^^^i:ii^Q'\-WM\.tz^(0 ( I n t 1 0 + 2 T-*G) (Sakai 
N.J Lipid Res. 37:2065-2073, 1996 ) filfii^hho 

5 icn- K^tL^ 4 4 2#T 5 y^77./^°■7^":^ (Asp (GAC) ) 76^'^''; v 
> (G 1 y (GGC) ) icg^-f '&D 4 4 2 G (Taskahashi K, J Clin Invest. 
92:2060-2064, 1993) :d«*^o ^(^Bs 14 0 5 V. R4 5 1 Qf£i:'f)mhfiX\^^ 

\zm%tX\f^^ t#;ltbtLTV^^-f yhuy ITacil B#-M (Freeman D J,Ar 
terioscler Thromb. 14:336-344, 1994 ) ^ tiTv^^o 

CETP^JI=^i*^atfKi^^M-ei±. I n t 1 4 + 1 G^A^m^-^M^'^ 
igv^o a^A'S'^^i: t^>:^tTOf: (Hirano K. Atherosclerosis, 100:85-90, 199 
3)-Cti. HDL-C75«. 1 0 Omg/dL JiJ.±(7)*ffllwi3V^T«. * 
tc, AO^^'T^;i'-eab^'i^^®-^#^«i> 17 1f?IIft^6W (3. 5%) tB3St. 
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n-ffiiJ(73M2:st{5^lwA<7)^^TU';u4:'(>-o^rng^'&#{±, |W14 8^J (2 8. 1 
%) ^hfi. A(OMi^^m&itO . 1 7 5 4 t2b-3^Co tfi. HDL-C^«> 6 
0-10 Omg/dL ^m'^^mS 9mVit. t^^^^mi^^ti-f^ ^rn^^^ 
i}nimil2. 4%) ^hfi^K±t^. A<Dm^=?-mMi> 0. 0 6 1 8 ti& 

^'g-'^i 51^ (0. 9 8%) tmh^-K^P^j:<. A(^i&ii^m&'^ 0. 0 0 4 9 
i:;^*TM-e^o^^o iiX±<D^^^^hii. CETFMi^^^m-^^. CETPO 

L55^L> #(7)G 1 8 1 X^M. Q 3 0 9 X^^^ I n t 1 0 + 2 T^GM^^ 
J;tFIntl4 + 3Tins -e<7){tl51/&^*^*T#Tr*^ o 

D 4 4 2 G#a<7?ifgJ*fttCov>T{i#'< <7)^lt7&^ft?ttrfc^t5. -e-fiOffi 
?IM{±-«*a■t^7%M^ HD L-C:*^' 8 Omg/dL m±<^*ffltr(i. 3 0% 
m~±^i'^tWi^fiX\^^^o 14 0 5 V. R 4 5 1 Q^-Stio v^T ^)«Jt^E^ 
J^^cottltW t>tir ^ >5^. i^B h c7)M# ii'Z^-f L ^> I^H t:: {± ^ -5 -C v^o ' 

^ T-tl^^^tLTV^-S I n t 1 4 + 1 G^A^M^^iDmo^mx^ 
Xi:nmt^^t\im^^j:^^o -IjX, ]gHDLJfil;!E'Sr*fe<IfilV*CETPig;^t 
OMH C E T P itfKi=-^^^ i <^itfSi=-OftWmi.<7)i^#F«g(7)^^^ :h {i 
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^7zi>, ®CETP(7)jt{K^-tc£oTn - K$tti> C E T P^S<^ 1 5 1 #B 
IV^ry^y-^:^- Kl-'5g|5^ii6tf{:@l^ 2 8 2^U<D7 )V^=-y^:^- Ft^ 

ETPC0l{Si^tiJ:o-C3- K$tL:2,CETP®e(^ 1 5 l#i<^n^ v>=^3 
- K1-^»^ ®IW|201#Bi3J:t>'20 2 #g cOT >i3 i f>*7 9 ^ > =^ 

\7y=-y CA 1 a (HX^^^fe. Ji^TIWI^) > A J-^.TRII^) ] 

/N' <J V C V a U V] , n ^ > C L e u ^ L ] , ^ v n ^ v [I 1 e ^ 
n . yoy^ CPro. P) . 7i-;i/T7-:^ CPhe^ F] . h'J-/h7 
T> CT r p. W] > pt^;^^^ [Me t. M] . ^'hv^' CG 1 y. GK 
CSer S] > :^.Vt^y CThr. T] . v;^-r-f> CCys> C] ^ 
[Gin, Q] > 77.?^y^y [A s n. N] > f-n [T y r ^ 
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YD s V'J> [Ly s> . 7)Vif^> CA r R] ^ bX-^v^V CH i s> 
H] > 7:^^-^y^>m CA s p> D] , 5 >^ CG 1 u> J : 

ttz, :^mm^^comu-c\ mi\f. taioovj tji. . r^^^^or^ym 

^ima. C ETPil<5T-(^ I n t 1 4 + 1 G-*A^M'Sr, PCR-RFLP 

^2|I|(i> CETP^t^5i^^^D 4 4 2 G^M*^ PCR-RFLP^T'flJSL 

^3I1{±, -Sl^yi 1 tci3tt^> CETPitfSi^'Ox^ v:^ 1 CD^-f h'^- 

^4|21{±, ^lE^Jl 2 JCiStt'&x CETPstfS^6:)^i5' V>4, 5<^^^l/i^b 
V - X > ;^ J: igS0£?!l c^/^* * ^ t T'c EIM-^ ^> '5> o 

^ X > X ^ J; ^ :^*@e?ij (Olt^ * ^ t fcEIMT' ^ ^ o 

^7III{±. CETPitfS^O-6 9 G^A^^(^. 

^8!llti> CETPitf5^-(7)-6 9 G^A^^*. P C R - R F L P -^t'^ij^ 

nsmii. CETPitf5i=-cOL 1 5 1 P^^^rv P C R - R F L Pft-T^flJ^g L 

momii. CETPitf5i^t7)6 8 Odel G G G^A A A C G^M«:, PGR 
-RF L P^iT-flJ^t/cl^m^^t/illlM-e^^o 

^limits CETPitfS^-OR 2 8 2 C|gM*> P C R - R F L P'ft-ei|aj$g 
Ltz^^^TF^LfzmMV^^o 

1 0 
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:*5^$tLTV^-!, (Agellon et al. , Biochemistry. 29:1372-1376, 1990 , DDBJ/EMB 
L/GenBank f'- ^ ACCESSION M32992 J02898 ~M32998 J02898 ) o ^:^5^ 

c E T p ^i^^nm ^i. mn^^iK, c e t p g e <^ r ^ y mnm \t ^ @a^'j# 

tfz. miELfzX^K. t > C ETPOc DNAfJ. '^•y-^'C E T P <^ c D N 
C:(7)CETPl:^^i^<^Jt^si=■^^^:^ CETP<7)M#l^J; i)mM^fi^t^l 
^§^m^lii1:i^ ^ T^IJffl t# ^ , C E T P itfS?- ^Bffi t i 
CETPjti5i^c7)'^#Mi:^M«E^ * <i> vM±-e<7)^^t:: <t i9 MS 

M*^l*t'g>^>(7)T'*f). it{5?-<7)iaSE?iJ/iWM (IEtitfSi^cO:^»ra) 

iwi^^ti^o ¥*^tT, 16:^:^*1^ H@^E> -ec^i:^'^ Tit 
1 1 
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X. ^fj:^ik^t(DW:mt^i&^^x\^^&m^^ [^T-um^i^i tLxmi^hfi 

'ho 

mmmit&§k&^mm=¥-tmmmmmt>hfi:hmii^^m'^t tr, ©cetp 
MLKisn^mmmmu a piuzMt^m^^i-io^^MtLxs^^^fL^) . ®ce 

TP<75il{S^llioT3-K$tt<z,CETPge<^l 5 1#iC0D>fv>=Sr3~ 

9 xm^fi^ 5 y^T'^-f v-^^fflV^/c^l-^O. ftlJU^^A 1 u I KMt^ 
m^^(otmt LXS^^^ii^) ^ (DRI2 0 l^^^Xl^Z 0 2l=ic^7;i'^~ 

X cm I tC*t1-'?.i^^'a<^*iS^ LXS^^^il^) ^Xl/(S)m 2 8 2#i07;i^ 
- > 3 - K t >S Ua. t:: i5 tt ^ iifS^ 'SM (^nj x. U\ :L^yy9^i$. K is -5 
PPS^^H a elll tCi^ri-^ii§tt<^>g-iEt LT#^$tL^) Lt <, 

Hj-if>rn7 b&^ffiv^/cRFLP^^, PCR-RFLP^> HET(hetero 
duplex analysis)&^ D G G E'^(denaturing gradient gel electrophoresis) 

D S (direct sequence) C CM (chemical cleavage mismatch) CD 
I (carbodiimid modi fi cat ion) P C Rfe^ffl v^7t-*ilD N A^^ 

^ik^MM^'^ CPCR-SSCP (single-stranded conformation polymorphi 
sm) mT^ 2^^lffl*lCi3V>T{±S S C P'Si:v^d] > P C R/ GC -clamp. 

1 2 
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(D&^i^m, iii* mm, (1993) ^^^m<o^t. pgr/ gc 

-clamp ifetcov^-cti. Myers. R. M. , Shefield.V. , and Cox.D.R. (1988) in Genom 
ic AnalysisiA Praclical Approach. K. Davies, ed. IRL Press Limited, Oxford. pp. 
95-139 W1l56-ojE5tt::l:f5i=-^'t=^#^tt#^^v^^^. 
I'i3i/^r. PGR/ GC -clamp ^ ^ MUt ^ ^ tmi-t L^^o 
55::^. PGR/ GC -clamp mi. DGGE'S (DN A^tti^iOEIIW^^^S 

jt^:^* '5;v^Z:$:ilD NAifM-<0. DN A^^tt^^^-^S DN A«^JM<0 

^jrv^J t\^^iii^.^.^. GC-^^Oi^v^lgit (GC -clamp ) *s i^*fi^<^^as 
^a-e*^DNAif>T'l-o'fe^f^>^ O^IgL^c:^^'e^'& CShefield.V.C. 
et al. (1989) Proc. Natl. Acad. Sci. USA 86 : 232-236^ ^ #M ^ ] o 

ioT. PGR/ G C -clamp ■^C0»:*;e<)^#^(i, D G G E -^lliiT^ 
:^»SmittB^*>l-^i:^'i>DNAif>T-l3> GC -clamp ^#Jnt 

2|s:|&0^^tai:^^'i::fett-5>x C E T PitfEi^<^itf5^^ll«'^5fit^^^'tS^^b<^^ 
ic :fe -CM iit^ t i ^^s-e i ^ o 

1 3 
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E T P itfs^- #5E^f£ * ^ tL ^ t3 ( J , Jtyf JilKft it^ 13 i5 T , 

C E T P ;{»*:3)s:*c^?Sii|^m7'v: tTV^:0: v^Ji-^. JfllM® 4^(^H D L - C^^^i^ 

#5Eai3:(^^#i:*t3. BttcMffl^^ttTv^^ C E T PitfSi=-WJj#^g|5l£c9M#> 
^Jx.(f. i^EL/cG 181 X. Q309 X. IntlO + 2 T^G. I n t 1 4 
+ 1 G^A. Intl4 + 3Tins*3J;([fD 442 Q^-^M-^^b^X^W^-f 

1 4 
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1. CETFmii^fDmm 
MM. 

JfilvtC E T P 4 0 %mT t t&ttcoftT«* h ti> >6-o, ^fcAJ: 

jtf5i^||^/f^MO^^;6^'^ ^ tL/ii^H D LjflLig^ 1 3 ^^^at^ C E T 

CETPtSfttl^Ji^ JoK'bcOffli^HDL^fflV^/^:^-^ (Kato.H.et ah. J 
Biol Chem. 264:4082-4087. 1989) izm^fzljm^xmmLfZo t^^^t)^ = 
x.v;i/J^;^r;^ (ce) g|5:9-tR iMtfc k-^-u (S«hdl) t 

'J (LDL) ^: ^-ScTjJt^-Crl-^t. i tLHifll»=SrSOx-T 

}^ Vf-)^Sfa.m4 0 OmL^-hm^'i-'{^liZX^ LDL {^m. 1. 0 19<d< 
1. 0 6 3) ^m^LfZo EDTAiammimLMfz^O. 01851g(^KBr 
^Ml. Jtli?r 1 . 0 19 K^h^fZo 4 5 0 0 Orpm . 1 2 *C^ 1 6 I^K (n 
: 50.2Ti, ^« : L-80^ BECKMAN tt) T'^^C^ Li^^io ^t'C^L^c^. f-^- 
"/C0±tc^^ I DL J: l9J:bfi<^/h$v^M*^!9ltv^/^o Tl (l^2 4 5mL) <^ 
HIJIXL^ ImL^TtrM. 0 6 4 4 g<7)KB r ^mi. itMi 1 . 0 6 3 K^t>^ 
tzo nif. 45000 rpm. 12 2 0 BfP^O^^'^^^f o Tto it'C^tT^c^, 
^^-y«Dft±®c7)i^v^;e-^>v'fe<^LDL=^Ii|i|Xt/v:o Ie]J|31L/>: L D L 0. 
0 1 %NaN3 -^^ft-PB S (pH7..4) 2LtC^LT. 4 t:, \ 2m^^-&^^ 
'ff^fzo Zmm^MLtzo 0. 4 5 Atm 7-^ JViJ'-t?^ LDL®5^^?t^i 

ML^cf^, Lowr y:^ (Lowry.O.H. et al.,J Biol Chem. 193:265-275. 1951 
) T"®eSi*^fv^ MB^^XS. 2 5mg/mL l^pSL/Co i<7)J;-9t;tT 
mMLfzLDHimm^K4VX^^Lfzo 
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H h f~)\yStm 5 0 OmLJ: i9 ^ CIBACRON BLUE 3GA Type3000-CL (SIGMA tt) 
iSiJTDEAE Sepharose CL-6B (PHARMACIA tt) ^fflv^T, Ap o A - I =£-ffS 

-^^PBS (pH7. '4) K^mttzApo A- I 0. 
'J'^A^^tPBS (pH7. 4) 2Lt-^tT. 4t:. 1 2 B#raW=^fi^o 

{:i(Dmw3mm^MLfz) ^ mmr^k. Lowrymx^m&^m^'^^tzo 

5. 6 2 5 ;/mol v;^rD-;V (SIGMA tt) > 0. 4 7 /zmol (^^ix-jx^r 
U y 1/ - b (SIGMA tt) . 2 2. 5 mol O 7 t 7 r ^ v;!/ =n; > (NAKA 
LAI TESQUEtb) > ^3 i n 1/ ;^ r U ;H - ' ' C ^f^ t U V - h (AMERSHAMtt) * 

T^Co SIJ<^*"7:^l=t;PB S 2 OmL^AtL^ g*^»itT^^ie)t3ST^>6^^. 7.^^ 
-9- (CORNING tt) T'?i<WL7to y^^^C^l^tC, %KmmLtz:r.^ 

^-)VmmimLi. 2 6G<^"aM$t (r;v-ttt) ^i£fflL> -ftAtTto 
$4:^^i;LT, 5^Kmi^t/io 2 0 OInM^-;^m:^ b U '^i^'^ 1. 9inLllPx.. 

2 :9'F^«#i^ LTtm. ±iEc7) ::t<mm Lfz 7 'J S A t I =^ 1 8 mg» L. 
$ f>{3 2:0'FBm^L7to ?BSX-2 bmLK^b^fz'ik. 0. 0 1%NaN3.'^^r 
PBS (pH"7. 4) 2L\znLX. 4 1 2 B#K»^^fo t^Co ^tl^rSi 
m^^Ls mMHDLi LTto 

C E T P j^^^iJ^, 

±^(^r-t <p|?L;t|fMHDL 5 0/zL . 3. 2 5mg/mLLDL 2 0;/ 
L ^ i3J:t>*PBSiCT4 O^tJ^^LfcM't^'y;!^ 8 0 ;/ L ^fl-g-L^ 3 7 ICC 

3 (i^m4y^:^^-yLfzo RiSf^, ^KJ^tT^^o. 1 h^^'^^i 5 

IjlL . i3J:t;^6 OinMm'fkVir;f.v'^A 1 5 ;/L ^tP;i^< ^#t^Co itL'^7X± 
X2 0^ffiMt^cm> 1 2 0 0 Orpm . 413-ei O^M^t'C^ (MRX-151 > TOMY 
tt) ^-^froT^Co ±vt=lrJiT. itiJ(7)LDL^^ 0. IN N a OH 18 

(LS5000TD. BECKMAN tt) xm'm.Lfz^ CETPfS'ttti. IH^lCiJ 
1 6 
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PvSttfi. 10 0+19% ■(W±^mii^) -e*o/cc 

m 1 ^ 







CETPfStt (%) 


HDL-C (mg/dL) 




F (ictt) 


0 


14 7 


2 


M mi) 


0 


1 1 7 


3 


M 


0 


15 2 


4 


M 


0 


2 0 8 


5 


F 


1 


17 1 


6 


F 


1 


1 2 4 


7 


M 


1 


15 2 


8 


M 


2 


2 1 0 


9 


M 


3 


16 4 


1 0 


M 


2 5 


1 2 2 


1 1 


M 


3 0 


1 1 0 


1 2 


M 


3 1 


10 6 


1 3 


M 


4 0 


13 6 



ADNA<?)aaj 

. =^Mv^X*iriJftl=^$R^t^>:m. QIAamp Blood Kit(QIAGEN tt) =S:^v^T»fflL;^>:o 

#-^2) ti. DDBJ/EMBL/GenBank r'- ^ ^-^^ ACCESSION M32992 J02898 ~M329 
98 J02898(Agellon,L.B. et a\. .) X ^ X^LfZo 

1 053 8 8 - 5 0 5#i^t: ; V>2{i. @B^J#-^ 1 <7) 5 0 6 - 6 2 0#i 

; J^iJ' V> 3 {i. @B^!l#^l «7) 6 2 1 - 7 5 S^itl? ; J^i^ V>' 4 it. m 
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1 (7) 7 5 6 - 8 2 6 * ■e^iJ' V > 5 li, E^iJ#-f- 1 <^ 8 2 7 ~ 9 1 4 

: x^5'y>'6{i^ @e?ij#-^io9 1 5-9 8 4iis*-e ; v>7{±. 

@B^J#-^ lO985~1045#it-e;J^i^V^8f±> K^J#^ 1 cO 1 0 4 6 
~1 1 3 7#i*-e ; Xi^yygti, E»-tl<^l 13 8-131 7#i$ 
■e ; V :/ 1 0 {i> @a^J#-^l o l 3 l 8 ~ l 3 6 8#g 1 ; v l l 

{±. @e^j#-t i(^i369~i533#gt-e;x^y>'i2t±. mn^-^ i 

1 5 3 4 ~ 1 6 0 1 #g S ; :r^i:^ y 1 3 (±> le^Jt"^ 1 (7) 1 6 0 2 ~ 1 6 3 

5§g t-e ; y > 1 4 {i> @e?iJ#-t i i636~i 708i=gt'e;xi^ 

y > 1 5 ti> ffi^iJH-^ 1 (7) 1 7 0 9 ~ 1 7 9 4 #g t -e ; y y 1 6 l±^ ifi?0 
#-^l<^1795~1869#g*-et L-CS^tL^b 

ay}£^~^-vy VGmva-MC (y 7 h -^xT-M^tt) =&ffiv^T^fo7to 

^ ^ (I P C R •/ ^ V - com*@5?iJ 5r fB«i- o 

I n t 1 4 + 1 G^A^^ 
5' -CTT CTG TGC TCC AGG GAG GAC TCA - 
3' (Forward : 3) 

5'-CAG TTT CCC CTC CAG CCC ACA CAT - 
3 ' (Reverse : ffi^iJH"^ 4 ) 

5' -CAG CAA AGG CGT GAG CCT CG.T C-3' 
(Forward : @fi^iJ#-^ 5 ) 

5' -CCC AGG AAT CCT GTC TGG GCC 



verse : mM^^ 6 ) 



- 3 ' (Re 



xj^ y > 1 

5' -AAA ATG GTG CAG ATG GTG GAG GG-3' 



1 8 



1 
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(Forward : Mn^-^ 7 ) 
5' -AAT CCC TAT 
3' (Reverse :@S?iJ#-^8) 

X V > 2 
5' -AGC CCT CAT 
ard : mm^^ 9 ) 
5' -CTG TTC CTC 
rse : @fi^J#-t 1 0 ) 

J. y > 3 
5' -CCC AAC ATC 

(Forward ! ae^J#-t 1 1 ) 
5' -AGA CCT CAT 

(Reverse : E^J#-t 1 2 ) 

J- ^ y > 4 :B J: ^ y 5 
5' -CCT GGT GGT 

(Forward : E^J#-t 1 3 ) 
5' -TGG ACA CAC 

(Reverse : SB^J#4 1 4 ) 

5' -CAG GGG CTC 

d : mnm^ 1 5 ) 

5' -GAC CAC AGG 

e : mm^-^ 1 6 ) 

X ^ y > 7 
5' -TGC CAC TCC 
(Forward : E^iJ^-^ 17) 
5' -GCT CCC ACT 
(Reverse : @e^ij#-t 1 8 ) 
X y > 8 



PCT/JPO 1/02327 

ACC TGG CTG TTT GCA- 

CCA CTG CCC TCC-3' (Forw 

CCG CCA CCC TAC-3' (Reve 

CTT CCT CAC TTC CA-3' 

TCA GCC CTC CAC C-3' 

AAG CAT TCC TGT CA-3' 

TAA CAG GAT GGG CA-3' 

ATT GTG GTG CT-3' (Forwar 

GAG TCA GCC AG-3' (Revers 

CAC CTT CTC CAT G-3' 

GCT GTC TTC TGA G-3' 

1 9 
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5'-GGT TGG GTA GCT GTG TGG ATG C-3' 
(Forward : @B^iJ#-^ 19) 

5' -TGA CAG AAG CCG AAT AAG CCC TC-3' 
(Reverse : m^-^ 2 0 ) 
X ^ y > 9 

5'-ACA CAG GGT CCA GCC AGC GTC-3' (Forw 
ard : @S^J#-t 2 1 ) 

5'-TCC CTC CTC CCC ATG CGT GTG-3' (Reve 
rse : ra^-t 2 2 ) 
X V > 1 0 

5'-GGA CTT TAC TCC ACC CAC C-3' (Forward 
:@fiW^2 3) 

5' -GGA TTG GGG TAC GTG AGA TAA AC-3' 

(Reverse : SB^J*-^ 2 4) 
X y > 1 1 

5' -CCG AGC TAC TTC CTT TTC CCA GC-3' 
(Forward : 2 5 ) 

5' -AGT CAG TTC CCC CAC CAC CAC C-3' 
(Reverse : 2 6) 

xj^ V y 1 2 

5' -AGG GTT GCT CTC TGC TTC GGG A-3' 
(Forward : SB?iJ#-^ 2 7) 

5' -GAG TTG ACC GCC CCC TTC TCT T-3' 
(Reverse : SS^iJ*-^ 2 8 ) 
xj^ V> 1 3 

5* -GGA AGA TAA GAC CCT GCC TAG ATA- 
3 ' (Forward : Ki^J^^ 2 9 ) 

5' -CTT ATT TCC CCC AGT CTA TCC AAG- 
3 ' (Reverse : SS^iJ^-t 3 0 ) 

2 0 



wo 01/71032 



PCT/JPOl/02327 



X:^ V y 1 4 

5' -CTT CTG TGC TCC AGG GAG GAG T-3' 
(Forward : @fi?iJl=-t 3 1) 

5' -GGG CCA GGA CCG CTA AGT A-3' (Reverse 

: @e^J#-^ 3 2 ) 

J. y 1 5 j3 J: xfj^ ^ yyi 6 
5' -CCA AGA AGG GCT GAC TGG GGC T-3' 
(Forward : B^^^ 3 3) 

5' -ACA CCA GGG TTC CAG CTG TGA-3' (Rave 
rse : mm^-^S 4) 

dCETP-570^^^- 
5' -CAG CAC TTG GTC ATC TGG TCA C-3' 
(Forward ! @fi?iJ#-^ 3 5 ) 

5' -GTA AGT GG C TCG AG C CGT TCA GCC T 
G G A-3' (Reverse : @B?iJ#-^ 3 6) 

nCETP-16 4^^j^- 
5' -AGT TGG GGT ACC CTT GTT GAA TGT C 
TG GCT CTG AAC TC- 3' (Forward : BM^^ 3 7 ) 

- 6 9 G^k^mmmm 

5' -GAT GCA ACT GAT ACT TAG ACA ACC A 
G - 3 ' (Reverse : @fi^J#-^ 3 8) 

L 1 5 1 ?^mmm 

5' -ATG CCC CTG ACT GCT ACC TGT CTT T 
CC ATA AGC AG C-3' (Forward :@B^J#-^3 9) 

CETPjtfe?-^m<7)^a 

2 1 
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B5^Alii3V^T. i^HD LAS^tci^MSi^i^ai^tL^ C E T Pitfei^^M-C 
I n t 1 4 + 1 G-*A. i5 iO^'D 4 4 2 G^^liov^rlilf^rlTo/^o I 

n t 1 4 + 1 G— A^Mfi^ ^yyuy\ A ^ vy ^ Yt-^^ yco^^ 

7.-fy4vyiri,^lE'^\z'^h^-f. ^<D?^^. C E T P®e^?^< -g-fig^ti^ < 

i:V>^^^-e^-l. (Brown M Let al. .Nature, 342:448-451. 1989) o 
D 4 4 2 G^^(±^ 1 4 0 3#:^»70?A:d-^GtcE^1-^^ fctci '9^ 4 4 2# 
@C0T5 y^tcMI-^ 3 K^i^^'G A C;6^?>GGClC^'ft; L> 4 4 2# 

@<^7 5 y^/6^7;^>'^°^^>'m (A s p : D) ;&^^^u vy (g i y : g) 

(Sakai N, et al. . Atherosclerosis. 114:139-146, 1995 ) o 
PCR-RFLPj^t3J:;S>Iiit 14+1 G^AO^Hife 

I n 1 1 4 + 1 G-*k^m\ts -i^&<Dwmzx^. nmmm<Dumumm 

itLts:\^HK Reverse iiJO:t V 3*^? Utf- Kt"^ ^ V-i: 5 ;^ v 7 ^:^£=Sr^ 
At-S^ttcj: 19. PCR-RFLP-<*lCj;^|iJ5g;6Wtlt?fe^o ^teU/cr^ 
ADNAO. 5 ;^g//iL ^fflv^-C> #0. 8;/M c7)Se?iJ#-^3:feJ:tF4<^t'; =f 
J? 1^:^-^ K^^-^-r-, Ixtf- KHU >m (dNTP) =lr 2 0 0 //M # 

^t-l) 5 0;/L (^PCRRtD^ [1 OmM Tr i s-HC I M^?^ (pH8. 
3)> 50inM KCU 1. 5mM MgClzJtCO. 5 units OTaq D N Ape 
lymerase (PERKIN ELMERtt) ^JJOX-T. P C RKtS^^f ^ PCR^IiSO^ft 
li> 9 4X:t?3 0$3'\ 6 0lC-e3 OII'N 7 2 'Ct* 1 ^f^go-y-'f ;i/=Sr 3 5 EH <9 
iSL. Sm(±7 2'C-ei 0^r^RE*fi=v^ i6<j<^ 1 4 Obp<^PCRl^:tr#/>:o 
P CRS:£>(7)fiiE{±x 5;iLOPCRltJ=^> 3 %T:^n-7>T'1t^M?:i}TV^ 
0. 5 /ig/mLx^v'^i^T'nv^ KT-^fe^=fTV\ HELfCo ^<05;/L (O? C 
RStl^MPI^^N d e I (^fiittt) 5 units T% 3 7 "C-C-MMilLy^.! 
m^ 12. 5%*°V7^";;V75 Ky;VT'm^MS:^fv\ I n t 1 4 + 1 G-^ 
A^^^1tmt/Co •t^:t?^^ S^^SOJi^. 1 4 ObpODNAllf>ir{i^<^Bf 
^tl^v^/i^ I n t 1 4 + 1 G-^A^M^^t-SJi-a-, 1 1 Bbpt 2 2bp(7) 2 o 
Wif>T-t^^llf?*T'^-fct^J; '?*(I^^tL-5, (^10) o 

2 2 
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PCR-RFLPfetrj:;z>D4 4 2 G-^#(^1tfflfe 

D 4 4 2 G^m^i. -'^&<Dwmzi ummmommnmi^itLtjiy^'-A^. 

Forward m(^^^) iJ' FT'^ v- H 5 7. v 7 ^i^S^SAt'S ^ i: 
i!?. PCR-RFLP&lcJ;-&^i^lJ3g:6SprHg-e*'5>o ttttiL/::^/ ADNA 0. 

±3^<7)ri: < PCRRlS^tfv\ 1 2 2bpc7)P CR^t/*#/::o i(^)5;/ 

L (^PCRlt/^flJI?S^^S a I I 4uiiits. -C^ 3 7 VX^-mmit 

^31L7tf^> 1 2. 5%5}^'; Ti^ U ^1^7 5 h*r)VX^%^-^Wji'€^\ D 4 4 2 G 
^^^ttffit/co ir^j:t>^. m^m(Dm'^. l 2 2bpODNA»f>^■^±^ 1 0 Ibp 
t 2 lbpC0 2ocDif;t^::©Bif$tL>&5{l^ D 4 4 2 GU^^:^irhm^. 
$ti^;v^c:i:tcJ: t)|ij^$tt<l) (^211) o 

n^^TF.m 1 3^t:::Btt^ I n t 1 4 + 1 G^A:feJ:rJ'^D 4 4 2 G^#P# 

PCR-RFLP-^tC<t«)Int 14 + 1 G-^A«i3 J; O^D 4 4 2 G'^M<^ 
;t4ffi:^^|ft/Co JfiL'/tCETPrSttd^0~5% (^tife't^ ^ > - ;V) tML 
< 1ST LTV^/^ 9 ^<7) ^ 8 (Je^J 1 ~ 8 ) (i> I n t 1 4 + 1 G-^A^^O 

^^^-^^t^) lEfRig I n t 1 4 + 1 G^A^^(7)^Tn^>g-'^(^<;2^;^ 
tii$ti7to ^7^^^ CETPmm^2 5%i:7f^Lfz&mi Oii. Intl4 + 1G 
-^A^^t D 4 4 2 G^^^>&*h ^) K^Tum^i$.X^:h. v^;bv$) -S^g-g-^r 
>&^-eabo/^o -:^> CETPfi&tt/6-^3 0 - 4 0 %(7)3^ (ilE^n 1> 12i3J: 
O'lS) Kit. D 4 i 2 G^^O^TU^^^O^^m^fifzo 

I n t 1 4 + 1 G— A^xn^'^^8^ (^'^4^. *tt4iS) i3J:r;^D4 4 
2 G^rn^-g-#2 1 (Btt 1 ^S^S) <^MC E T PtSttii. tfi 
-etL> 5 9±1 9%;feJ:y^'8 2±2 3% (¥±lJ±^IiiiBII) "C^)^ c: i: ^ 
. ^J9^ 11. 1 2 *5 iy^l 3 (^4ife(±. ±iB2S^(7)CETPiife^^^J^^i-t7) 

GET Pjitfe^g)^J^^ VX^IS^ 
P C Rii^i 

CETPilfSi^t^^J^^' V^'^TjpCRiiililfi. JfitU t/c^y A DN A 0 . 5// 

2 3 
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2 0 0 /iM i75dNTP =^-^^1"^ 5 OP CSiK^^mZ-Q). Sunits OTaq 
DNA poIymerase*JDx.T. ? CRW,^B^"if^fZo P C RKiS<^^#(i. 9 4 

x:t?3 0#> 6ot:-e3 0#\ 7 2rT-i^3 o#wo-9-'f ^s^^v^^s sm^i^ji 

t. ;tmf±7 2lC-ei 0^KRJS*1fV\ SW<OPCR»^#^^o PCR^lS 
<^5iE{i^ 5 /iL £7)P CR^tl^> 3 %T;^n-;^y;UT*m^^l!l=^^TV\ 0. 

JiipIL/cP C R^%tCov^T> > v-:?' J^>-9--^fflv^fc^-f l^iJ' b 

Big Dye Terminator cycle sequencing Fs Ready Reaction Kit (PERKIN ELMER 
tt) ^m^^X'^itnW.Ltz'iks ABI prism 377 DNA Sequencer (APPLIED BIOSYS 
YTEMS tt) ^m^^XUMW.m^'&z'^Lfzo 

ttz. ^t?IJ 9 cOirJ' V > 7 CO P C Rgtf{±. TA Cloning Kit (INVITROGENtt) 

^Ltzo 

^^mnm^ff)^^. mmLfzA^Klt. I n t I 4 + 1 G^A*-&v>(iD4 
4 2 G^^(D^TU^^i^t 1 4 0 5 V#a (Agellon.LB,et al. .Biochemistry. 
29:1372-1376.1990) lik^K, ^fi^fil ^r^^^UW^lH^flfZo o^ij, 

in e 9M&±m) Km^m(D^^m\\x^:hG(DmKAmkih^fitz (J^T^ 

-6 9 G->A«i: ^^i*/^^) (^3 13) o JeMI 2 ilfi. 5 3 0#gc7):^ 

S^tcJ: 19. 1 5 l^gcDT^ym^w^t'Sn K>;6-X T C;5-<b C C C tcgg-fb 
CK^ 1 5 1 #§697 5 y^:;5^n^ v^y (L e u : L) U y 

(P r 0 : P) lcagl>&^'^i:-Cv^^Ci:36-'I^5E?tL/t (^y.T^ L 1 5 1 P^^i: 
^)V>^) (II4I11) o ^^!l9ir(i. g^^aoE^iJ*^t^i5^n->i^^r|.ic, 

6 8 0 - 6 8 2#g<om*i'. g^^ao«SS5^J-C$)-SGGG*5^^L> ff/^tc 
AAAC G;{|5JfX$tL;^^^ n-~y:*?^^tB$tLfCo «10GGG:«/^^AAACG(D:^ 
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GCTi)^hkAA/ACGKmtL. -tO^^, rco 2 0 it^a 0 2#@ 

(D7<y^-^\ r)\^^^y (A r g : R) /r'y-y (a i a : a) a^h') vy 
(L y s : K) Vir^y (T h r : T) tcfi^id-^^i:, \>xW(or ^ jm.^(D 

tiim'm^fitz (J^T> 6 8 0del G G G-*A A A C G^^ t ^ ^ ) .(^5 
il) o 

-u. mil ^ 2 2^^(omMK. m^m(D^&m\]'^^i>c(Dmz 

K:/;6?C GCTS^^TGClC^'fkL^ -eco^*. ::(7)2 8 2#i07^yM 
^st;^^*-^ (Ar g : R) i}^h'^7.T^y (C y s : C) Hg^^^^'^CTV^^ 
c: (l^T, R 2 8 2 C^^t '{)V^^) (^6IEI) o 

:ifih(DA^(Dm.^W^<D^^s -6 9 G-^A^*(i^ |S¥H^-T'*>^ETS 
it{5i=-7T ^ ';-<^M-&«:^*E^!)-e*^. PEA 3^^- 7 {uy^y^T. 

; CAGGAAGT) (^E^Jl^i::^yj$ tLTtr^Sft^-e*)^^:: (Oliveira.H 
CF, et al.JBiol Chem, 271:31831-31838. 1996) o ^ <^ P E A 3 7 (7) r? > 

•^yf^^uw^'h. -GGAA-tJ. i^Jt^C'^^#$tL/c@e^J'e$)l9^ c 

A^GAAGT^CAAGAAGTt-iS^SJ^'Sr^AI-^ittcj; f), ET S 
1 tlS'^L'Sj < '^^SCt^i^^i^tiTV^:!, (Fisher.R J, et al.J Biol Chem.267: 
17957-17965.1992) o "t^*?*., C E T Piif5i=-oe^W4PTOlC^tIi $ tL7t- 
6 9 G^A^^tC J; l9 . ^F*I$K¥Hi^<^ie-^:6«-e§^ < * mR-RAG^^m^ 
WT-f ^vltHioT. GET P Ol&JJfflf IJ* i> (ifST L T ^ nft^tt 

6 8 Odel G GG^AAAC G|5#-e{±, 7 5 ^ m^^O^^^ #56^-f ti^ CI 
t tiJ: i). 2 0 l^ii-^h 2 1 7#t -^(^7 5 y^K^Jfi. IE#<7) C E T P gfi t 
ti^<ll^^7 5 y^S2^Jt;&l9^ 2 1 8#i07 5 ym^i^^X h y:/^ 

Yy\zmti-^o 1 8 i#co7 5 yi^-6^'y. h 7 K>^ce^•t^:^y^r>';^g^ 

^■e^;?.Gl 8 1 X|^^(7)*^g^^#:-C}i. «CETPtStt55^'^<Vi^tTV^ 
^i(!i:6»ib(Arai T.J Lipid Res. 37:2145-2154. 1996) ^ 6 8 Odel GGG-^AA 
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L 1 5 1 P^mtR 2 8 2 C^^fiT 5 yMi^m^t^. v>^^9><5 5;^ 

c E T p mm^ffy^^m^m^ 

GET PiifK^-OK^tWISJ^* l^'-f?- iJ' -5tfEf--C*^ ;U V 7 X 9 -^fitf5 
■?-<7)±»liCo;fe^, |fMfi5!5<7)H e p G 2mmKUyf^~- -^j^^^^XL. 
;i/v7x^-4fco%iE|fi:*CETPitf5i^<^te¥tStti: UTMtTto 'Sri^N $e 
^?r&ttt7)igij^tci±, C E T PitiE^^<^^¥^Hi^l^65- 1 ~ - 5 7 0^^&. h 

^v^(i- 1 16 4l=:^»^0 3&v^/i2aiic7)i/;^°-^-jl^i^^:fflV>7to 

^^fi^MJ^ffl -/^ 7> ^ F D N A g^^'^M 

-6 9 G— Am**^<^^tb$^/i^^ 1 I co-J^y-^DNAO. S ng/fiL i 

@«I0 8 4 5bp<^PCRgJ^=^#7L-o C:«^PCR^t?ttllPI^^Kp n I^feiJf 
X h o I T'tilkL, %hfitz 5 6 4bpO®f>T-=^ti°'> >^i^->'^'-v'y ^^^5' iJ'- 
2 >tt) <7)Kp n 1/ Xh 0 rSBlStC, DNA Ligation Kit 

m±) ^m^^xmxLfz. :z(Dm.^Thk,fz^^^--^i^m^]Mi^^^y\f.T 

3>t/i. 7>ev'; >'ltttO:^M*M^t, 7^7;^^ FDNA^QIAGEN Pla 
smid Mini Kit (QIAGENtt) 4rfflv^•C»|!i t/co ^iJ' ^ - t^Jf X t/cK¥^J^m 
Jt<7)m^@2^iJco?IE{±^^7'7X ^ KDNA=^fflv^-C^f -^/^o C<^J:dt'LT. 

i^^st^sfi^j^^t-r-s pCETP-57o^^'i5'- im^m) , isj;?^- e 9 c 

^A^M=^^1--g>pCETP- 5 7 0 (-egAX^i^^'- (^«) *f^$JL 

/Co mmwnYivriimmu^^n'XLfzmm-^^i^^^z 

%(D-^^)^%^Vti-Y-fy^-^~^^^^fzVCR^zi.y), 1 8 2bpOPCRji 
m^mzo ^<D? C^mm^YiV) n I i3J:t>*Xh o I xmitL. ^hfitz 1 5 8 
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hp(Dm)i^. ±mtmmK\iyiJV-y^-i/y::7^^i^'-2izWXL, pCE 
TP-iei^^^'- (m^M) s :feitFp C ETP- 1 6 4 (- 6 9 A) 

>i^A.fzV)V^y::i^-^^~V)\^&m^M (DMEM) 3 7 1:^ 5%C 

Ot 4 y^:L^-i^-X\ H e p G 2*fflia^^^t/io Y y > :c ^ i/ 3 y ^ 

Mlyyi-'-i^-^ir ^-i, FuGENE^" 6 transf ect ion Reagent (BOEHRRINGER MA 
NNHEINtt) ^fflv^THe pG2«^ch7>';^7xiJ' h LTto ttz. pCMV- 
i5-g a 1 -/y^S. V^nnKYy>:^7 V LfZo ^h^'. 2 AWm^y^ 

a.^-vifzik. 2 5 0 f^L <D\dy:^i;-yi^mmmmMLCB (m#tf-^ 

(Lumat LB9501, BERTHOLDtt) iM^^rm^LfZo tfz. p-ify^Y'yd^ 
--tf^Sttfi. AURORA^^ Gal-XE (ICN tt) ^ffl v^TiS^ L/to #^^^-<^tK^ 
fttt«±> li-iSyi^Y'y^'-^Wi^l:3.::^y\.^tzy)(D)^^vVs.y-M^^ (RL 
U/unit) i LT^th Lt^wo 

-6 9 Q^k&mm.mzi:bm^m'ik^o%m 

pCETP- 5 7 0 (- 6 9 A) ^i^^- (^^M) O^^^^gftfi, pCET 

LTi/^f^o pCETP-164 (- 69 A)^i^^- Oii^^). 

g^^Mcoe. 5%^:l^L<ii:TL-Cv^7t 7 EI) o 
m±'^^*J:«3, 4-Iilt^tb|W|feL/c- 6 9 G^A^^tci 19, CETPitfSi^ 

focETPi: (fs-tt) tmrt ^ t^ihfitzo 
iffMc E T p ^m^^mtDmmmm 

±^cori:<, ;^al|Wl5g$^^/^CETPit^S^■|^^, 0^19, -6.9G^A^ 
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L15 1P'^^> eSOdel GGG-^AAACG'^^*5iCFR 2 8 2 C^M 
<7)ffia«S=^^ JfiLTf HDL-C;6U 0 Omg/dL m±-e2b*)> 
9J t) ^ itf5i=-»^;f^iS <^ -g-it 76-^ =5: ^ H D L Jfili^^ ^ L T . O 
tiiJlM^^^ld-L/Co ^i5, - 6 9G— A^^^ 6 8 Odel GGG— AAACG 
J: 2 8 2 C^^(± t i> ^mmmK i ^ flJllg^*<^EMf£«<t 

t^^tt^h. ^(Dm^^^iip cR-RFLv^m^m^^fzo l 1 5 1 

^(±. -^m<7)mmK^ '9^ ij|5a^^iOEfig|5fi{i^'fkL^v>:d5, Forward m(D 
::tyLi7Ut^Vfv^^-K^7.-7yf-imXt^^tKX PCR-R 

PCR-RFLP-^^cJ:;g>-6 9 G-^A^m(7)^tBa 
WaiLT^^yy i>.DNA 0. 5 //g//^L ^fflv^T, ie»-^7i3 J;t>'3 8(7))tU 

7 lbpCOPCRS!l^^#/;o C<D5 /xl (7)? CRm^^mm^HapU i^M 
m±) 4units t', 3 7 VX-mtMimmLi-z^ks 3%7#n-7>-em^*ill^ 
=ffv>. - 6 9 G^A^^=l:1^tBL7to t^Jih%, m^m.f^^'ks 3 7 lbp(^DN 
A|lf>ir{i> 2 3 2bpfc 1 3 9bp<^2 oOif>t tC-K)®f^tL^75', - 6 9 G-^A^^ 
^^th^^. ^<^ffif^tt?5:v^^ iiir J: >?#iJ^$tL^ (USED o 
PCR-RFLP^m:^L151 P^^cO^Mfe 

jaai t/i^y ADNA 0. 5;/g/;iL S2^iJ#^ 3 Q^lXfl A(Dt 

i; jj' U^f^ KT'y^T-^rfflv^T^ ±ii(^ r i: < P C R^£-^:^fv\ ifi^jO 

1 1 9bp(^PCRlt/*#/io CO 5 C75P CR^i^^ftlJPI^^A 1 u I 
n^^) 4 uni ts -C> 3 7 X—mmt^M Ltz'^. 12. 5 % T U ;i' T 

5 Ky;i'-cm^«=^^fv^ L 1 5 1 p^^=^ttttst/co t'^^^^*), m^m(r>^ 

1 1 9bp^0DNAifit^±^ 8 4bpi: 3 SbpO 2 ocoif>t t::-50if^ ti;?,:?)?, L 

1 5 1 ?^mitt^^^. ^<mm'^fi^£^^^ti,zxy)m^-^fi^ (^9 m) » 

PCR-RFLP^{CJ:;S 6 8 Odel G G G^A A A C G ^McDlta-;^ 
WtBt/iyyADNAO. 5 A^gZ/izL *fflv^T, 1 7*3it>*l 8(^t 

2 4 Obp : 2 4 2bp) <iD P C Rgtl^#^Co -1^05 /uL WPCRg»^^ 
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fIJMSXcml i^-it^n) 4 units -e. 3 7 'CT— BfeMML/^m. 1 
2. 5%t°')Ti^ )\^7 ^ h^^)\^X-n.%W.W}^^^\ 6 8 Odel GGG^AAA 
CG^m^mmLt^o ■t^J:t>%. m^m(Oi^^. 2 4 Obp<^DNAifitJ±, 1 2 
Sbpt 6 Sbpt 5 2bp(7) 3o<r)Bf)t^c•^ilf$tt;z,75^ 6 8 Odel GGG-^AAA 
C G^^^-Wt^J^-^. 2 4 2bp<0DNA^^>tti> 1 7 7bpi: 6 5bp(^ 2 ooif 

PCR-RFLP'^m:^R2 8 2 C^#(7)^aSfe 
Wffi t/w^y ADNA 0. 5 ;/g///L =^fflv^-C. 1 7 io i 0^ 1 8(D:t 

2 9 6bpOP CR^tJ^^/Zo ^(7)5 Ml cOPCRM^MPI^mHa e III 
(SMittt) Sunits -e. 3 7 V-C-i^mimmLtzW:. 12. 5%5KU7:J'V 
-iPT? h'rP'Cm^^Wj^n^\ R 2 8 2 C^^^^WL/ic 1rf£b%^ m^M 
<D^^. 2 9 6bp(^DNAilfjtl±> 1 5 6bp. 1 1 8bp. i t>'2 2bpC0 3 oco 
Bf>T't--SJBf^tL-S./&^ R 2 8 2 C^^^^t^i^-^x 1 5 6bpt 1 4 ObpCO 2o 

<^®fn-t^-^®f$K-5ci t (HI 10) o 

.MHD L-C^/On 0 Omg/dL J^l±OitH D L JflL^E^ 1 1 7 ^^tim^. - 
6 9G-*A^M> L15 1P^^> 6 8 Odel G G G-*A A A C G|g*j3 <t IFR 
2 8 2 C^^c7)Hi^$|Jtt:ov>-C^i:tfftfCo -e^^M*. - 6 9 G-*A^^(^^r 

L 1 5 1 P^M> 6 8 Odel G G G-*A A A C G^M*5 J: 1>*R 2 8 
2Cmmt. ^M'fi^^^'(:h^m\\\ 2^ 9 ^ /iti 1 3 W^::^±^^tB^tt-f^ 

G^A> L15 1P^^^ 6 8 Odel G G G-^A A A C G^^i3 J: ti*'R 2 8 2 C 
UmKit'<h hmm^'^ < s ma^{±i n t i 4 + i G^A\z:k<:^<r>t^k(:> 
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« L . ^<DGt-hA K^&m^i- ^:it\,zx^ xm'^mm^m l < ©t-t ^ # 

«CETP»^iSJ!in$-^^C:^:M#T^^o ^K. -6 9 G^A^^4^^^ 

CETP»J|&m^lC^LT{±. ±Ut^(DVmKXy). mvtCETP 
■^mnt^^tii^n^hfi^o tfz. M^C, 15 CETP^^ 

tTt, L15 1P^^. 6 8 0del G G G-*A A A C Glg^is J: O^R 2 8 2 C 
-?-<^aimiiE{i^v^'bO(^. I n t 1 4 + 1 G— A^M^-6 9 G->A 
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i^<7)- 6 9^^(DV7~ys (2)3 l^XTn-;i/jii:;^r;vK^|iacOitfSi^l^io 
- K1-^Mafet>'JC0iq 2 8 2 #@OT;i'^->«r=i^ Kt -SM-i^fj^tftL;?, 
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M 1 m 

Ml 2 3 




HObp 
118bp 

^ 22bp 3 :'SM?J^^ 



^ 2 H 

M 1 2 3 




^ 122bp 
^ lOlbp 

1 

21bp 3 
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+ 1 ■»-28 

TACATATAC6GGCTCCAGGCTGAACGGCTCGGG CCACTTACACACCACTGCCTGATAACC ATGCTG 

Met Leu 
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B 4 m 

151 

Leu 

Lys Leu / Leu His 
Pro 

530 



525 ' 535 

AAG CT6 C/C CTG CAT 
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200 

Thr 



201 

Arg 



Ala (Ala) 



680 685 

ACA AGGGCT GGT 




200 

Thr 



201 

Lys 



Thr Leu 



680 685 

ACA AAA ACG CTG GT 
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H 6 H 

282 

Arg 

Asp Gly / Leu Met 
Cys 

922 

920 C 925 930 

GAT GGC /GC CTC ATG 
T 
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^70 



pCETP-570 (-69 A) (XftS!) 
pCETP- 164 (ff^SJ) 
pCETP-164 (-69 A) -C^'i?- (SCAffi) 




0 



100000DO 



20000000 



30000000 



40000000 



Jl. y 7 X 5 - ii'SIt/ 1<3 h V 5**- €Slt (RLU/unlt) 



WEST 
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M 8 m 



371 bp 
^ 232bp 

- 139bp M:5^?gT-:^]^ 

2 : SM-^T^P^i^f* 



H 9 0 



HQbp 
64bp 

35bp 



2 : ^M-.^Ptf^f2j5: 
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1 0 



M 1 2 




177bp 
123bp 



65bp 
52bp 



2 : ^^^xPS^^ 



M 1 2 



1 1 



I56bp 
MObp 

1 18bp 



22bp 



2 : ^s^^□^f^^iits 
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SEQUENCE LISTING 

<110> BML.' INC. 

<120> Method of Detecting Risk Factor for Onset of Arteriosclerosis 
<130> PBM38/PCT 



<140> 
<141> 



<150> JP P2000-084264 
<151> 2000-03-24 

<160> 39 

<170> Patentin Ver. 2. 1 

<210> 1 
<211> 2166 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (28).. (1506) 

<400> 1 

-360 tgtctttttctcatagtcattgtattttggcctctttctatttatggcaacagagagaga -301 

-300 aagcttattcctagatatatgtatttaagtaaaaataaatgaattcatggaaacatatta -241 

-240 agcaat tatccagataacataagggatggcaaaaatggtgcagatggtggaggggagaca -181 

-180 agtagaagttggggtgctcttgttgaatgtctggctctgaactctagaggaggccgcagg -121 

-120 ggctgggcaggaaggaggtgaatctctggggccaggaagaccctgctgcccggaagagcc -61 
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-60 tcatgttccgtgggggctgggcggacatacatatacgggctccaggctgaacggctcggg -1 

ccacttacac accactgcct gataacc atg ctg gct^gcc aca gtc ctg acc ctg 54 

Met Leu Ala Ala Thr Val Leu Thr Leu 

gcc ctg ctg ggc aaf gcc cat gcc tgc tec aaa ggc acc teg cac gag 102 
Ala Leu Leu Gly Asn Ala His Ala Cys Ser Lys Gly Thr Ser His Glu 

1 5 

gca ggc ate gtg tgc cgc ate acc aag cct gcc etc ctg gtg ttg aac 150 
Ala Gly He Val Cys Arg He Thr Lys Pro Ala Leu Leu Val Leu Asn 
10 15 20 

cac gag act gcc aag gtg ate cag acc gcc ttc cag cga gcc age tac 198 
His Glu Thr Ala Lys Val He Gin Thr Ala Phe Gin Arg Ala Ser Tyr 
25 30 ■ 35 40 

cca gat ate acg ggc gag aag gcc atg atg etc ctt ggc caa gtc aag 246 
Pro Asp He Thr Gly Glu Lys Ala Met Met Leu Leu Gly Gin Val Lys 
45 50 55 

tat ggg ttg cac aac ate cag ate age cac ttg tec ate gee age age 294 
Tyr Gly Leu His Asn He Gin He Ser His Leu Ser He Ala Ser Ser 
60 65 70 

cag gtg gag ctg gtg gaa gcc aag tec att gat gtc tec att cag aac 342 
Gin Val Glu Leu Val Glu Ala Lys Ser He Asp Val Ser He Gin Asn 
75 80 85 

gtg tct gtg gtc ttc aag ggg acc ctg aag tat ggc tac acc act gcc 390 
Val Ser Val Val Phe Lys Gly Thr Leu Lys Tyr Gly Tyr Thr Thr Ala 
90 95 100 

tgg tgg ctg ggt att gat cag tec att gac ttc gag ate gae tct gcc 438 
Trp Trp Leu Gly He Asp Gin Ser He Asp Phe Glu He Asp Ser Ala 
105 110 115 120 

att gac etc cag ate aac aca cag ctg acc tgt gac tct ggt aga gtg 486 
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He Asp Leu Gin He Asn Thr Gin Leu Thr Cys Asp Ser Gly Arg Val 
125 130 135 

egg acc gat gcc cct gac fgc tac ctg tct ttc cat aag ctg etc etg 534 
Arg Thr Asp Ala Pro Asp Cys Tyr Leu Ser Phe His Lys Leu Leu Leu 
140 145 150 

cat etc caa ggg gag cga gag cct ggg tgg ate aag cag ctg ttc aca 582 
His Leu Gin Gly Glu Arg Glu Pro Gly Trp He Lys Gin Leu Phe Thr 
155 160 165 

aat ttc ate tec ttc acc ctg aag ctg gtc ctg aag gga cag ate tgc 630 
Asn Phe He Ser Phe Thr Leu Lys Leu Val Leu Lys Gly Gin He Cys 
170 175 180 

aaa gag ate aae gtc ate tct aac ate atg gcc gat ttt gtc cag aca 678 
Lys Glu He Asn Val He Ser Asn He Met Ala Asp Phe Val Gin Thr 
185 190 195 . 200 

agg get gee age ate ctt tea gat gga gac att ggg gtg gac att tec 726 
Arg Ala Ala Ser He Leu Ser Asp Gly Asp He Gly Val Asp tie Ser 
205 210 215 

etg aca ggt gat cce gtc ate aca gcc tec tac ctg gag tec cat cac 774 
Leu Thr Gly Asp Pro Val He Thr Ala Ser Tyr Leu Glu Ser His His 
220 225 230 

aag ggt cat ttc ate tac aag aat gtc tea gag gac etc ccc etc cce 822 
Lys Gly His Phe He Tyr Lys Asn Val Ser Glu Asp Leu Pro Leu Pro 
235 240 . 245 

acc ttc teg cce aca ctg ctg ggg gac tec cgc atg ctg tac ttc tgg 870 
Thr Phe Ser Pro Thr Leu Leu Gly Asp Ser Arg Met Leu Tyr Phe Trp 
250 255 260 

ttc tct gag cga gtc ttc cac teg ctg gcc aag gta get ttc cag gat 918 
Phe Ser Glu Arg Val Phe His Ser Leu Ala Lys Val Ala Phe Gin Asp 
265 270 275 280 



3/1 6 



wo 01/71032 



PCT/JPO 1/02327 



ggc cgc etc atg etc age ctg atg gga gae gag ttc aag gca gtg ctg 966 

Gly Arg Leu Met Leu Ser Leu Met Gly Asp Glu Phe Lys Ala Val Leu 
285 290 300 

gag ace tgg ggc ttc aac acc aac cag gaa ate ttc caa gag gtt gtc 1014 

Glu Thr Trp Gly Phe Asn Thr Asn Gin Glu He Phe Gin Glu Val Val 
300 305 310 

ggc ggc ttc ccc age cag gee caa gtc aec gtc cac tgc etc aag atg 1062 

Gly Gly Phe Pro Ser Gin Ala Gin Val Thr Val His Cys Leu Lys Met 
315 320 325 

ccc aag ate tec tgc caa aac aag gga gtc gtg gtc aat tct tea gtg 1110 

Pro Lys He Ser Cys Gin Asn Lys Gly Val Val Val Asn Ser Ser Val 
330 335 340 

atg' gtg aaa tte etc ttt cca cge cca gae eag caa cat tet gta get 1158 

Met VSl Lys Phe Leu Phe Pro Arg Pro Asp Gin Gin His Ser Val Ala 

345 350 355 360 

tac aca ttt gaa gag gat ate gtg act aec gtc cag gee tec tat tet 1206 

Tyr Thr Phe Glu Glu Asp He Val Thr Thr Val Gin Ala Ser Tyr Ser 
365 370 375 

aag aaa aag etc tte tta age etc ttg gat tte cag att aca cea aag 1254 

Lys Lys Lys Leu Phe Leu Ser Leu Leu Asp Phe Gin He Thr Pro Lys 
380 385 390 

act gtt tee aac ttg act gag age age tec gag tec gtc eag age tte 1302 

Thr Val Ser Asn Leu Thr Glu Ser Ser Ser Glu Ser Val Gin Ser Phe 
395 400 405 

ctg cag tea atg ate ace get gtg ggc ate ect gag gtc atg tct egg 1350 

Leu Gin Ser Met He Thr Ala Val Gly He Pro Glu Val Met Ser Arg 
410 415 420 

etc gag gta gtg ttt aca gee etc atg aac age aaa gge gtg age etc 1398 
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Leu GIu Val Val Phe Thr Ala Leu Met Asn Ser Lys Gly Val Ser Leu 
425 430 435 440 

ttc gac ate ate aac cct gag att ate act cga gat ggc tte ctg etg 1446 
Phe Asp He He Asn Pro Glu He He Thr Arg Asp Gly Phe Leu Leu 
445 450 455 

ctg cag atg gac ttt ggc ttc cct gag cac ctg ctg gtg gat ttc etc 1494 
Leu Gin Met Asp Phe Gly Phe Pro Glu His Leu Leu Val Asp Phe Leu 
460 465 470 

cag age ttg age tagaagtctc caaggaggtc gggatggggc ttgtagcaga 1546 
Gin Ser Leu Ser 
475 

aggcaagcac caggctcaca gctggaaccc tggtgtctcc tccagcgtgg tggaagttgg 1606 
gttaggagta cggagatgga gattggctcc caactcctcc ctatcctaaa ggcccactgg 1666 
cattaaagtg ctgtatccaa gagctgcgga gtccttcttc tgtggctggc gggtagaggg 1726 
ggggggaagg gattgtctca ccagtgccgt ccacctcttt tcagcccttc caagcagctg 1786 
cccccaaacc ctccaagctt 1806 



<210> 2 
<211> 476 
<212> PRT 

<213> Homo sapiens 
<400> 2 

Cys Ser Lys Gly Thr Ser His Glu Ala Gly He Val Cys Arg He Thr 
1 5 10 . 15 

Lys Pro Ala Leu Leu Val Leu Asn His Glu Thr Ala Lys Val He Gin 
20 25 30 
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Thr Ala Phe Gin Arg Ala Ser Tyr Pro Asp He Thr Gly Glu Lys Ala 
35 40 45 

Met Met Leu Leu Gly Gin Val Lys Tyr Gly Leu His Asn lie Gin lie 
50 55 . 60 

Ser His Leu Ser He Ala Ser Ser Gin Val Glu Leu Val Glu Ala Lys 
65 70 75 80 



Ser He Asp Val Ser He Gin Asn Val Ser Val Val Phe Lys Gly Thr 
85 90 95 

Leu Lys Tyr Gly Tyr Thr Thr Ala Trp Trp Leu Gly He Asp Gin Ser 
100 105 110 

He Asp Phe Glu He. Asp Ser Ala He Asp Leu Gin He Asn Thr Gin 
115 120 .125 

Leu Thr Cys Asp Ser Gly Arg Val Arg Thr Asp Ala Pro Asp Cys Tyr 
130 135 140 

Leu Ser Phe His Lys Leu Leu Leu His Leu Gin Gly Glu Arg Glu Pro 
145 150 155 160 

Gly Trp He Lys Gin Leu Phe Thr Asn Phe He Ser Phe Thr Leu Lys 
165 170 175 

Leu Val Leu Lys Gly Gin He Cys Lys Glu He Asn Val He Ser Asn 
180 185 190 



He Met Ala Asp Phe Val Gin Thr Arg Ala Ala Ser He Leu Ser Asp 
195 200 205 

Gly Asp He Gly Val Asp He Ser Leu Thr Gly Asp Pro Val He Thr 

210 ■ 215 220 



Ala Ser Tyr Leu Glu Ser His His Lys Gly His Phe He Tyr Lys Asn 
225 230 235 240 
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Val Ser Glu Asp Leu Pro Leu Pro Thr Phe Ser Pro Thr Leu Leu Gly 
245 250 255 

Asp Ser Arg Met Leu Tyr Phe Trp Phe Ser Glu Arg Val Phe His Ser 
260 265 270 

Leu Ala Lys Val Ala Phe Gin Asp Gly Arg Leu Met Leu Ser Leu Met 
275 280 285 

Gly Asp Glu Phe Lys Ala Val Leu Glu Thr Trp Gly Phe Asn Thr Asn 
290 295 300 

Gin Glu lie Phe Gin Glu Val Val Gly Gly Phe Pro Ser Gin Ala Gin 
305 310 315 320 

Val Thr Val His Cys Leu Lys Met Pro Lys He Ser Cys Gin Asn Lys 
325 330 335 

Gly Val Val Val Asn Ser Ser Val Met Val Lys Phe Leu Phe Pro Arg 
340- 345 350 

Pro Asp Gin Gin His Ser Val Ala Tyr Thr Phe Glu Glu Asp He Val 
355 360 365 

Thr Thr Val Gin Ala Ser Tyr Ser Lys Lys Lys Leu Phe Leu Ser Leu 
370 375 380 

Leu Asp Phe Gin He Thr Pro Lys Thr Val Ser Asn Leu Thr Glu Ser 
385 ■ 390 395 400 

Ser Ser Glu Ser Val Gin Ser Phe Leu Gin Ser Met He Thr Ala Val 
405 410 415 

Gly He Pro Glu Val Met Ser Arg Leu Glu Val Val Phe Thr Ala Leu 
420 425 430 

Met Asn Ser Lys Gly Val Ser Leu Phe Asp He He Asn Pro Glu He 
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435 440 445 

He Thr Arg Asp Gly Phe Leu Leu Leu Gin Met Asp Phe Gly Phe Pro 
450 455 460 

Glu His Leu Leu Val Asp Phe Leu Gin Ser Leu Ser 
465 470 475 

<210> 3 
<211> 24 
<212> DNA 

<213> Homo sapiens 
<400> 3 

cttctgtgct ccagggagga ctca 24 



<210> 4 
<211> 24 
<212> DNA 

<213> Homo sapiens 
<400> 4 

cagtttcccc tccagcccac acat 24 



<210> 5 
<211> 22 
<212> DNA 

<213> Homo sapiens 
<400> 5 

cagcaaaggc gtgagcctcg tc 22 



<210> 6 
<211> 21 
<212> DNA 
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<213> Homo sapiens 
<400> 6 

cccaggaatc ctgtctgggc c 21 



<210> 7 

<211> 23 

<212> DNA 

<213> Homo sapiens 

<400> 7 

aaaatggtgc agatggtgga ggg 23 



<210> 8 
<211> 24 
<212> DNA 

<213> Homo sapiens 
<400> 8 

aatccctata cctggctgtt tgca 24 



<210> 9 
<211> 21 
<212> DNA 

<213> Homo sapiens 
<400> 9 

agccctcatc cactgccctc c 21 



<210> 10 
<211> 21 
<212> DNA 

<213> Homo sapiens 
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<400> 10 

ctgttcctcc cgccacccta c 



21 



<210> 11 
<211> 23 
<212> DNA 

<213> Homo sapiens 
<400> 11 

cccaacatcc ttcctcactt cca 23 

<210> 12 
<211> 22 
<212> DNA 

<213> Homo sapiens 



<210> 13 
<211> 23 
<212> DNA 

<213> Homo sapiens 
<400> 13 

cctggtggta agcattcctg tea 23 

<210> 14 
<211> 23 
<212> DNA 

<213> Homo sapiens 



<400> 12 

agacctcatt cagccctcca cc 



22 



<400> 14 

tggacacact aacaggatgg gca 



23 
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<210> 15 
<211> 20 
<212> DNA 

<213> Homo sapieas 
<400> 15 

caggggctca ttgtggtgct 20 



<210> 16 
<211> 20 
<212> DNA 

<213> Homo sapiens 
<400> 16 

gaccacaggg agtcagccag 20 



<210> 17 
<211> 22 
<212> DNA 

<213> Homo sapiens 
<400> 17 

tgccactccc accttctcca tg 



<210> 18 

<211> 22 

<212> DNA 

<213> Homo sapiens 

<400> 18 

gctcccactg ctgtcttctg ag 
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<210> 19 

<211> 22 
<212> DNA 

<213> Homo sapiens 
<400> 19 

ggttgggtag ctgtgtggat gc 22 



<210> 20 
<211> 23 
<212> DNA 

<213> Homo sapiens 
<400> 20 

tgacagaagc cgaataagcc etc 23 



<210> 21 
<211> 21 
<212> DNA 

<213> Homo sapiens 
<400> 21 

acacagggtc cagccagcgt c 



<210> 22 
<211> 21 
<212> DNA 

<213> Homo sapiens 
<400> 22 

tccctcctcc ccatgcgtgt g 21 



<210> 23 
<211> 19 
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<212> DNA 
<213> Homo 



sapiens 



<400> 23 
ggactttact 



ccacccacc 



19 



<210> 24 

<211> 23 

<212> DNA 

<213> Homo sapiens 

<400> 24 

ggattggggt acgtgagata aac 23 

<210> 25 

<211> 23 

<212> DNA 

<213> Homo sapiens 



<210> 26 

<211> 22 

<212> DNA 

<213> Homo sapiens 

<400> 26 

agtcagttcc cccaccacca cc 22 



<210> 27 

<211> 22 

<212> DNA 

<213> Homo sapiens 



<400> 25 
ccgagctact 



tccttttccc age 



23 
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<4O0> 27 

agggttgctc tctgcttcgg ga 22 



<210> 28 
<211> 22 
<212> DNA 

<213> Homo sapiens 
<400> 28 

gagttgaccg cccccttctc tt 22 



<210> 29 

<211> 24 

<212> DNA 

<213> Homo sapiens 

<400> 29 

ggaagataag accctgccta gata 24 



<210> 30 

<211> 24 

<212> DNA 

<213> Homo sapiens 

<400> 30 

cttatttccc ccagtctatc caag 24 



<210> 31 
<211> 22 
<212> DNA 

<213> Homo sapiens 
<400> 31 
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cttctgtgct 



ccagggagga ct 



22 



<210> 32 
<211> 19 
<212> DNA 

<213> Homo sapiens 
<400> 32 

gggccaggac cgctaagta 19 

<210> 33 

<211> 22 

<212> DNA . 

<213> Homo sapiens 



<210> 34 
<211> 21 
<212> DNA 

<213> Homo sapiens 
<400> 34 

acaccagggt tccagctgtg a 21 

<210> 35 

<211> 22 

<212> DNA 

<213> Homo sapiens 



<400> 33 



ccaagaaggg 



ctgactgggg ct 



22 



<400> 35 
cagcacttgg 



tcatctggtc ac 



22 
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<210> 36 

<211> 28 
<212> DNA 

<213> Homo sapiens 
<400> 36 

gtaagtggct cgagccgttc agcctgga 28 



<210> 37 

<211> 38 

<212> DNA 

<213> Homo sapiens 

<400> 37 

agttggggta cccttgttga atgtctggct ctgaactc 38 



<210> 38 
<211> 26 
<212> DNA 

<213> Homo sapiens 
<400> 38 

gatgcaactg atacttacac aaccag 26 



<210> 39 

<211> 36 

<212> DNA 

<213> Homo sapiens 

<400> 39 

atgcccctga ctgctacctg tctttccata agcagc 36 



1 6/1 6 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOl/02327 



A. CLASSIFICATION OF SUBJECT MATTER 

Int.Cl^ C12Q 1/68, C12N 15/12 



According to International Patent Classification (IPC) or to both national classification and IPC 
B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
Int.Cl^ C12Q 1/68, C12N 15/12 



Documentation searcbed other than minimum documentation to the extent that such documents are included m the fields searched 



Electronic database consulted during the international search (name of database and, where practicable, search terms used) 
WPI, WPI/L, BIOSIS PREVIEWS, CAS ONLINE, DDBJ/EMBL/GenBank/Geneseq 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Xakahashi et al . , "Amiesense mutation in the chol est eryl 
ester transfer protein gene with possible dominant effects 
on plasma high density lipoproteins", J, Clin; Invest., 
Vol.92, No, 4, (1993), pages 2060 to 2064 

T. Arai et al. , "A novel nonsense mutation (G181X) in the 
human cholesteryl ester transfer protein gene in Japanese 
hyperalphalipoproteinemic subjects", J, Lipid, Res., 
Vol.37, No. 10, (1996), pages 2145 to 2154 



1,2 



1,2 



I I Further documents are listed in the continuation of Box C. . See patent family annex. 



Special categories of cited documents: 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the mtemational filing 
date 

'L" document which may throw doubts on priority clairo(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"0" document referring to an oral disclosure, use, exhibition or other 
means 

P" document published prior to the international filing date but later 
than the priority date claimed 



"T* later document pubKshed after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention carmot be 
considered novel or cannot be considered to involve an inventive 
step when the document Is taken alone 

*'Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a pei^on skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
19 June, 2001 (19.06.01) 


Date of mailing of the international search report 
10 July, 2001 (10.07.01) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsmiile No. 


Authorized ofBccr 
Telephone No. 



FonnPCT/ISA/210 (second sheet) (July 1992) 



H8Sl±))S#f- PCT/JPOl/0 23 27 



Inter C12Q 1/68, C12N 15/12 



m^^n^tcMcmm mmvf^ d pc) ) 

Inter C12Q 1/68. C12N 15/12 



Wl, WPIA. BIOSIS PREVIEWS, CAS ONLINE, DOBJ/EMBL/GenBank/Geneseq 









A 


K. Takahashi. et al. '^A missense mutation in the cholesteryl 
ester transfer protein gene with possible dominant effects 
on plasma high density lipoproteins'' 
J.Clin. Invest., ||92# (1993) p. 2060-2064 


1,2 


A 


T, Arai et al. "A novel nonsense mutation (G181X) in the human 
cholesteryl ester transfer protein gene in Japanese hyperal 
phalipoproteinemic subjects'*' 
J, Lipid. Res., ^37^^10-^ (1996) p. 2145-2154 • 


1,2 



ASIC m^^itt) 



19. 06. 01 



10.07.01 



^^mww^jf (I sA/jp) 
m^m-^ 1 0 0-8 9 1 5 



v.* 

03-3581-11 0 1" 



4B 



/ 



9050 



3 4 4 8 



ii^PCT/I SA/2 1 0 m2^-i^) (1 9 9 8^7^) 



